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1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

I I the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 



b. 



With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 



2. 
3. 



□ 
□ 
□ 

□ 

□ 
□ 



contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readble form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of invention is lacking (see Box it). 



With regard to the title, 

| X | the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

| X | the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. — 

| | as suggested by the applicant. Q None of the figures. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 
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A. CLASSIFICATION OF SUBJECT MATTER 

IPC 6 C12N15/11 C07K14/47 C12Q1/68 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 6 C12Q C07K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 0 Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 95 17213 A (SLOAN KETTERING INST 
CANCER) 29 June 1995 
see page 21 - page 26 
see figures 1A and IB 

BIAN ET AL: "Characterisation of a 

putative p53 binding site in the promoter 

of the mouse tissue inhibitor of 

metal loproteinases-3 (TIMP-3) gene: TIMP-3 

is not a p53 target gene" 

CARCINOGENESIS, 

vol. 17, no. 12, 1996, pages 2559-2562, 
XP002098171 

cited in the application 
see abstract 

see page 2560, right-hand column, 
paragraph 2 - page 2561, left-hand column, 
1 ine 4 

-/-- 



1 

2-4 
2,3 



1,4 
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Further documents are listed in the continuation of box C. 



Patent family members are listed in annex. 



° Special categories of cited documents : 

"A" document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



later document published after the international filing date 
or priority date and not in conflict wfth the application but 
cited to understand the principle or theory underlying the 
invention 

document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 
document of particular relevance; the claimed invention 
cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 

29 March 1999 


Date of mailing of the international search report 

13/04/1999 


Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 


Authorized officer 

Jansen, K-S 
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Relevant to claim No. 



KAGHAD ET AL: "Monoal lei ical ly Expressed 
Gene Related to p53 at lp36, a Region 
Frequently Deleted in Neuroblastoma and 
Other Human Cancers" 
CELL, 

vol. 90, 22 August 1997, pages 809-819, 
XP002098172 

cited in the application 
see abstract 

EL-DEIRY ET AL: "Definition of a 
consensus binding site for p53" 
NATURE GENETICS, 

vol. 1, 1992, pages 45-49, XP002098173 
cited in the application 

WO 96 01907 A (SQUIBB BRISTOL MYERS CO) 

25 January 1996 

see page 38, SEQ ID NO. :3 

BIAN AND SUN: "p53CP, a putative p53 
competing protein that specif icily binds 
to the concensus p53 DNA binding sites: A 
third member of the p53 family?" 
PROCEEDINGS OF THE NATIONAL ACADEMY OF 
SCIENCES USA, 

vol. 94, December 1997, pages 14753-14758, 
XP002098174 

see the whole document 
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Publication 
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Patent family 
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Publication 
date 



WO 9517213 



29-06-1995 



AU 



1440695 A 



10-07-1995 



WO 9601907 A 25-01-1996 US 5667987 A 16-09-1997 

EP 0804609 A 05-11-1997 
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International application No. 
PCT/US98/23992 


International filing date (day/month/year) 
10/11/1998 


Priority date (day/month/year) 
17/11/1997 



International Patent Classification (IPC) or national classification and IPC 
C12N15/11 



Applicant 

WARNER-LAMBERT COMPANY et al. 

1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or^dra wings which hav 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 
I S Basis of the report 



tl 


□ 


Priority 


III 


□ 


Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 


IV 




Lack of unity of invention 


V 




Reasoned statement under Article 35{2) with regard to novelty, inventive step or industrial applicability; 






citations and explanations suporting such statement 


VI 


□ 


Certain documents cited 


VII 




Certain defects in the international application 


VIII 


S 


Certain observations on the international application 



Date of submission of the demand 
19/05/1999 


Date of completion of this report 

1 5. 02. 00 


Name and mailing address of the international 
preliminary examining authority: 

^ European Patent Office 
flSjfl D-80298 Munich 

Sgr' Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 


Authorized officer vj^Si^x. 

V S 1) 

Kalsner, 1 \fc jj 

Telephone No. +49 89 2399 8708 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/US98/23992 



I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -27 as originally filed 

Claims, No.: 

1-4 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 



IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 

2. H This Authority found that the requirement of unity of invention is not complied and chose, according to Rule 

68.1 , not to invite the applicant to restrict or pay additional fees. 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/US98/23992 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 

□ complied with. 

I3 not complied with for the following reasons: 
see separate sheet 

4. Consequently, the following parts of the international application were the subject of international preliminary 
examination in establishing this report: 

H all parts. 

□ the parts relating to claims Nos. . 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 



Novelty <N) 


Yes: 


Claims 


4 




No: 


Claims 


1-3 


Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


4 


Industrial applicability (IA) 


Yes: 


Claims 


1-4 




No: 


Claims 





2. Citations and explanations 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

se separate sh t 
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WRITTEN OPINION International application No. PCT/US98/23992 
SEPARATE SHEET 



Ad Section IV: Lack of unity of invention 

An international application must relate to one invention only or to a group of inventions 
so linked as to form a single general inventive concept . 

Unity of invention is fulfilled only when there is a technical relationship among the 
inventions involving one or more of the same special technical features, special 
technical features being such features that define a contribution over which each of the 
claimed inventions, considered as a whole, makes over the prior art. 

The only possible technical feature which could be regarded as being common to the 
subject-matter of claims 1-4 is the consensus p53 binding site which the protein of 
claim 1 binds to and which is comprised in the DNA sequences of claims 2-3. 

This consensus binding site, however, is known in the state of the art (see e.g. D1). 

Therefore the protein of claim 1 and the different DNA fragments of claims 2-4 are no 
longer linked by a common new and inventive concept. The application, thus falls apart 
into 4 different inventions each claim representing one independent invention. 

As the examination of the present application can be carried out without undue effort, 
the IPEA chooses, according to Rule 68.1 PCT, not to invite the applicant to restrict or 
pay additional examination fees. 

Ad Section V: Reasoned statement with regard to novelty, inventive step or 
industrial applicability 

1) Documents 

D1...WO-A-9517213 

D2...Bian et al. (1996) Carcinogenesis 17: 2559-2562 

2) Nov Ity 

2.1) Claim 1 does not meet the requirements of Art. 33 PCT in view of D1. D1 
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WRITTEN OPINION 
SEPARATE SHEET 



International application No. PCT/US98/23992 



discloses fragments of p53 generated by subtilisin digestion. It shows that 
different cleavage sites of the protein are susceptible to different enzyme 
concentrations (p. 21, last par.). An approximately 40 kDa fragment of p53 which 
includes the consensus binding sites is e.g. the fragment derived from cleavage at 
positions 8, 1 8 or 23 and 305 or 31 1 . 

D1 is thus considered to take away novelty of claim 1. 

2.2) The isolated DNA fragments comprising the sequences SEQ ID NO: 8 (claim 2) or 
SEQ ID NO: 10 (claim 3) are disclosed in D2 (p. 2560, right col., lines 32/33 
[T3SF]). 

Claims 2 and 3, thus cannot be considered novel in view of D2. 

2.3) Claim 4 meets the requirements of Art. 33(2) PCT as the sequence as such is not 
disclosed in any of the available prior art. 

3) Inventive step 

Claim 4 does not meet the requirements of Art. 33(3) PCT for the following 
reason: 

Claim 4 is directed to an isolated DNA fragment which comprises a repeat of one 
of the known motives of the p53 binding site. Since there is no indication in the 
description of the significance of this particular sequence the provision of a DNA 
fragment comprising two such motives linked together does not involve an 
inventive step. 

4) Priority 

The validity of the priority date of the present application has not been checked. If, 
however, the claimed priority is not valid, the documents cited in the International 
Search Report as "P" (Bian & Sun, 1997, PNAS 94: 14753-14758) would be 
relevant for assessment of novelty and inventive step of the present set of claims. 
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Ad Section VII: Certain defects in the international application 

Drawings have not been filed with the application. The references to the figures, 
therefore, have to be deleted from the description. 

Ad Section VIII: Certain observations on the international application 

Claim 1 does not meet the requirements of Art. 6 PCT as the protein claimed is 
merely defined by its approximate molecular weight and by a functional feature. 
Claims, however should be defined by technical (=structural) features in order for 
the skilled person to unambiguously distinguish the claimed subject-matter from 
the prior art. 

Claim 4 is not considered to meet the requirements of Art. 5 and 6 PCT as the 
specific sequence and its significance is not mentioned in the description. 
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Please be informed that the Abstract has been subsequently Modified. 

We therefore enclose a new and complete Search Report which cancels and 
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(57) Abstract 



The present invention provides for various screening assays which are amenable to high throughput formats and identify a variety of 
useful mutations in tumor suppressor genes such as p53. Such mutations include those that activate the molecule, increase thermostability, 
increase transcriptional activity and facilitate resistance to inhibitory molecules. Also provided are methods of screening for accessory 
proteins that interact with tumor suppressors in both inhibitory and activating fashions, as well as cleavable mutants of p53 that are 
activated by viral proteases. 
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Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
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This International Searching Authority found multiple inventions in this international application, as follows: 
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' ' searchable claims. 

2. [ [ As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
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Claims 1-44, 81. 



Remark on Protest | j The additional search fees were accompanied by the applicant's protest. 

| j No protest accompanied the payment of additional search fees. 



Form PCT/ISA/21 0 (continuation of first sheet (1 )) (July 1 998) 



International Application No. PCT/US 99/24072 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



1. Claims: 1-44,81 

A method of identifying a thermostable p53 polypeptide 
comprising: (a) providing a population of polynucleotides 
encoding activated, mutated p53 polypeptides; (b) 
transforming host cells lacking an endogenous p53 
polypeptide with said population of polynucleotides and 
culturing said host cells at elevated temperatures and under 
conditions permitting the expression of said mutated, 
activated p53 polypeptides; (c) screening said mutated p53 
polypeptides for p53 DNA binding activity; and (d) comparing 
the DNA binding of step (c) with the DNA binding of an 
activated p53 polypeptide produced at said elevated 
temperatures, wherein increased binding of said activated, 
mutated p53 polypeptide, as compared to an activated p53 
polypeptide, identifies a thermostable p53 polypeptide; said 
method, wherein said activated p53 polypeptide (i) contains 
a truncation of a C-terminal portion of wild-type p53, 
wherein said portion is a deletion of residue 360, (ii) 
wherein said activated p53 polypeptide comprisies a first 
point mutation selected from the group consisting of K-3, 
R-23, S-54, N-106, A-123, R-137, T-159,-160, D-268, S-268, 
T-332, G-339 and V-344; a termostable p53 polypeptide 
comprising a first point mutation, whrein said mutation is 
selected from the group consisting of V-133, Y-239, D-268, 
V-336, P-364, V-62, T-116, P-166, T-270,, S-88, 1-157, 
V-344, G-42, S-268, K-51, 6-326, E-207, S-212, H-264, A-203, 
L-80, A-30, K-56, N-106, R-115, S-227, M-344, Q-45, A-102, 
S-191, T-322, A-31, G-49, T-183, 1-264 and V-346; said 
polypeptide further comprising a second, third, fourth and 
fifth point mutation; a polynucleotide sequence encoding 
said thermostable p53 polypeptide comprising a first point 
mutation; 



2. Claims: 45-62,82-85 

A method of identifying an activated p53 polypeptide 
comprising: (a) providing a population of polynucleotides 
encoding mutated p53 polypeptides; (b) transforming 
bacterial host cells lacking an endogenous p53 polypeptide 
with said population of polynucleotides and culturing said 
host cells under conditions permitting the expression of 
said mutated p53 polypeptides; (c) screening said mutated 
p53 polypeptides for p53 DNA binding activity; and (d) 
comparing the DNA binding of step (c) with the DNA binding 
of wild- type p53 polypeptide, wherein increased binding of 
said mutated p53 polypeptide, as compared to wild-type p53, 
identifies an activated p53 polypeptide; an activated p53 
polypeptide comprising a deletion of residue 360; but 
retaining sequences flanking residue 360; an activated p53 
polypeptide comprising a first point mutation when compared 
to wild-type p53, wherein said point mutation are selected 
from the group consisting of K-3, R-23, S-54, N-106, A-123, 
R-137, T-159, T-160, D-268, S-268, T-332, G-339 and V-344; 
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said polypeptide, wherein said activated p53 polypeptide 
comprises a second and third mutation; said p53 polypeptide 
comprising an insertion or internal deletion when compared 
to wild-type p53; wherein said insertion is at residue 317 
and said deletion is at residue 365; a polynucleotide 
sequence encoding said activated p53 polypeptide; 



3. Claims: 63-64 

A method of identifying an activator/inhibitor of p53 DNA 
binding comprising: (a) providing a plurality of cDNAs and a 
polynucleotide encoding a full length p53 polypeptide; (b) 
transforming host cells lacking an endogenous p53 
polypeptide with said cDNAs and said p53-encoding 
polynucleotide, and culturing said host cells under 
conditions permitting the expression of products encoded by 
said cDNAs and full length p53 polypeptide; and (c) 
screening said products encoded by said cDNAs for p53 DNA 
binding activity or loss of p53 DNA binding activity; 



4. Claim : 65 

A method of identifying SV40 resistant p53 polypeptides 
comprising: (a) providing a polynucleotide encoding the SV40 
large T antigen and a population of polynucleotides encoding 
activated, mutated p53 polypeptides; (b) transforming host 
cells lacking an endogenous p53 polypeptide with said SV40 
large T antigen-encoding polynucleotide and said 
p53-encoding polynucleotides, and culturing said host cells 
under conditions permitting the expression of said SV40 
large T antigen and said mutated, activated p53 
polypeptides; (c) screening said mutated, activated p53 
polypeptides for p53 DNA binding activity; and (d) comparing 
the DNA binding of step (c) with the DNA binding of an 
activated p53 polypeptide coexpressed with SV40 large T 
antigen, wherein increased binding of a mutated, activated 
p53 polypeptide, as compared to activated p53, identifies an 
SV40 resistant p53 polypeptide; 



5. Claims: 66-69 

A method for identifying a p53 polypeptide with increased 
transcriptional activity comprising; (a) providing a 
population of mutated p53 polypeptides; (b) transforming 
host cells lacking an endogenous p53 polypeptide with said 
population of mutated p53 molecules, wherein said host cells 
contain a reporter gene driven by a p53-dependent promoter; 
(c) screening said host cells for expression of the gene 
product encoded by said reporter gene; and (d) comparing the 
expression of said reporter gene in step (c) with the 
expression of said reporter gene by wild-type p53, wherein 
an increase in the expression of said reporter gene in cells 
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expressing said mutated p53 molecule, as compared to cells 
expressing wild-type p53, indicates a p53 polypeptide 
havinng increased transcriptional activity; 



6. Claims: 70-80 

A mutant p53 polypeptide containing an HIV-1 protease site 
upstream of the carboxy- terminal region thereof, whereupon 
cleavage by HIV-1 protease, said p53 molecule is activated; 
said mutant p53 polypeptide, wherein the cleavage site is 
VSFNFPQITL; wherein said cleavage site is inserted 
imnediately after amino acid residue 359; wherein said amino 
acid sequence VSFNFPQITL is substituted for amino acid 
residues 360-369 of the wild-type p53 amino acid sequence; 
an infectious retrovirus, the RNA which encodes said mutant 
p53 polypeptide; a method of inhibiting HIV-1 replication in 
a cell infected with HIV-1 comprising contacting said cell 
with an infectious retrovirus, the RNA of which encodes a 
mutant p53 polypeptide containing an HIV-1 protease cleavage 
site upstream of the carboxy-terminal region thereof, 
whereupon cleavage by HIV-1 protease, said p53 molecule is 
activated; 
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Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable, Article 41 . 

When? Within 2 months from the date of transmittal of the international search report or 1 6 months from the priority 

date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 

Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been/is filed, see below. 

How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement ^sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made in the language In which the international application is to be published. 

What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the Statement under Article 1 9(1)' (see below, under "Statement under Article 19(1)*). 

^llT^r m i ISt b S p n 9 ,,s *! or french, at the choice of the applicant. However, rf the language of the 
£l F^mM '^^ * |B ***** guageof the international application 
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The letter must indicate the differences between the claims as filed and the claims as amended It must, in 
particular, inolcate, in connection with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be grouped),whether 

(i) the claim is unchanged; 

(ii) the claim is cancelled; 
' (ii') the claim is new; 

Civ) the claim replaces one or more claims as filed; 
- (v) the claim is the result of the division of a claim as filed. 



The following examples Illustrate the manner In which amendments must be explained In the 
accompanying letter: 

1 . (Where originally there were 48 claims and after amendment of some claims there are 51]- 
"Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers- 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added/ 

2. [Where originally there were 1 5 claims and after amendment of all claims there are 11]: 
"Claims 1 to 15 replaced by amended claims 1 to 1 1 ." 

3. [Where originally there were 14 claims and the amendments consist in cancelling some claims and in adding 
new claims]: w 
•Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added." or 

"Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claims unchanged." 

4. [Where various kinds of amendments are made]: 

"Claims 1-10 unchanged; claims 1 1 to 1 3, 18 and 19 cancelled; claims 1 4, 1 5 and 16 replaced by amended 
claim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added!" 



"Statement under article 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be In the language In which the International apppllcatlon Is to be published. 

It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the differences between the claims 
as nled and as amended, tt must be filed on a separate sheet and must be identified as such by a heading 
preferably by using the words "Statement under Article 1 9(1).' ' 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence If a demand for International preliminary examination has already been filed 

If, at the time of filing any amendments under Article 1 9, a demand for international preliminary examination 
has already been submitted, the applicant must preferably, at the same time of filing the amendments with the 
international Bureau, also file a oopy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Consequence with regard to translation of the International application for entry Into the national phase 

The applicant's attention is drawn to the fact that, where upon entry into the national phase, a translation of th 
claims as amended under Article 19 may have to be furnished to the designated/elected Offices, instead of, o 
tn addition to, the translation of the claims as filed. 



or 



further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant s 
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INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 
5780-01-TMC 


FOR FURTHER see Notification of Transmittal of International Search Report 
ACTION * F ° rm PCT/ISA/220) as we " as - wnere applicable, item 5 below. 


International application No. 


International filing date (day/month/year) 


(Earliest) Priority Date (day/month/year) 


PCT/US 98/23992 


10/1 1/1998 


17/11/1997 


Applicant 






WARNER-LAMBERT COMPANY et 


al . 





This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 



. sheets. 



This International Search Report consists of a total of 3 

PH It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



me international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

contained in the international application in written form, 
filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

furnfshed 116 " 1 information recorded in computer readable form is identical to the written sequence listing has been 



□ 
□ 
□ 

□ 



2. 
3. 



I I Certain claims were found unsearchable (See Box I). 
| | Unity of invention is lacking (see Box II). 



4. With regard to the title, 

PH the text is approved as submitted by the applicant. 

I I the text has been established by this Authority to read as follows: 



With regard to the abstract, 

PH the text is approved as submitted by the applicant. 

□ ^i? 6 * has been established, according to Rule 38.2(b). by this Authority as it appears in Box III. The applicant may 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. = 

□ as suggested by the applicant. □ None of the figures 
I I because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 
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IPC 6 C12Q C07K 
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Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 0 Citation of document, with indication, where appropriate, of the relevant passages 
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is not a p53 target gene" 
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* Special categories of cited documents : 

"A" document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
fifing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

"&" document member of the same patent family 
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Other Human Cancers" 
CELL, 

vol. 90, 22 August 1997, pages 809-819, 
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